


FINAL PACKAGE INSERT TEXT

" BETAXON“'
.- (levobetaxolol hydrochlonde ophthalmlc suspensmn)
5% as base

» 'DESCRlPTION BETAXONm (!evobetaxolol hydroch!onde ophthalmic suspensmn) 0.5%

- contams levobetaxolol hydrochlonde a cardloselectnve beta- adrenergrc receptor blocking agent

in asterile resin suspension formulatlon Levobetaxolol hydrochlonde is a white, crystalhne
B powder wvth a molecular welght of 343 89.. The specmc rotatnon is: ' :

25:C ‘
[(1]559,1"-, ~19.67° (c=20 mg/mL methanol)

. The chemical structure is: -

SR | : ~ OH,. = 8
5 D‘CHzQ?HzCHz ; v }'O\C- H/'('ZH'—'CH;;NHCH‘(CH )2
SRR DL R “HCl
- Empmcal Formu!a Cmi—ngOg-HCl |
Chemical Name _ _ ‘ ‘
::(S)-1-[p-[2-(cyc|opropyl’rﬁethoxy)'ethyl]bhénoxy]—3-(isoprdpylamino);é-propénol hydrochloride. .

" EachmL of BETAXON™ (Ie'vobetaxold ‘t.\ydrochloride ophthalmic suspension) 0.5%

- contams Active: levobetaxolol HCI 5.6 mg equivaient to 5.0 mg of levobetaxolal free base.

' \vPreservatlve benzalkonium chlonde001% Inactives: mannitol, poly(styrene—dxvmyl

benzene) sulfonic acid, Carbomer 974P, boric acid, N-lauroylsarcosine, edetate disodium, -

_ hydrochloruc acid or fromethamine (to adjust pH) and punﬁed water. It has a pH of 55to7.5and

“an osmolahty of 260 to 340 mOsm per kg.




‘CLINICAL PHARMACOLOGY Levobetaxolol is a cardloselectrve (beta -1- adrenergrc) receptor
blocking agent that does not have srgmﬁcant membrane stabrlnzrng (local anesthetrc) activity and
is devoid of intrinsic sympathomrmetrc action. Ammal, studies suggest levobetaxolol (S -isomer)
is the more activ_e enantiomer of betaxolol (racemate).‘ » '

| When mstrlled in the eye BETAXONTM Ophthalmrc Suspensron has the action of reducmg

“elevated mtraocular pressure Elevated 10P presents a major risk factor in glaucomatous field
" loss. The hrgher the level of IOP, the greater the hkelrhood of optrc nerve’ damage and visual fi eld ]

loss. Intwo well—controlled clinical studies in which a total of 356 patients were dosed for three ‘
' months, BETAXON Ophthalmrc Suspensron produced chnrcally relevant reductioris in IOP at all -

o follow~up visits. At 8 AM after mghttrme dosmg (trough) lOP was reduced from basehne

approxrmately 4 to5 mmHg (16% to 21%). At10 AM, two hours after dosrng (peak), IOP was
reduced from basehne approxrmately 5t06 mmHg (20% to 23%)

Since racemic betexOIol and other beta-adrenergic antagonist'she've been shown to reduce
nntraocular pressure by a reduction of aqueous production as demonstrated by tonography and
agueous ﬂuorophotometry, it is assumed that the mechanism of action of levobetaxolol is

- similar. The intraocular lowering effect of racemic betaxolol can generally be noted within 30 |
‘minutes and the maxirrial effect can usually be detected two Hours after topical administration It
is assumed that the intraocular Iowenng time profile of levobetaxolol is similar. A srngle dose '

provides approxtmately a 12-hour reductlon in rntraocular pressure.

BETAXON Ophthalmrc Suépension 0. 5% (Ievobetaxolol hydrochloride ophthaimic suspensiOhr:
was dosed toprcally for 7 days to steady-state in 20 normal volunteers. An average maxrmal
levobetaxolol plasma concentratron (Cmax) of 0.5 + 0.14 ng/mL was reached about three hours ’

after the last do's'e. The mean half-life of levobetaxolol was approximately 20 hours.




In comparisons between BETAXON™ Ophthalmlc Suspensnon and non- cardloselectwe beta
blockers in reactave airway subjects BETAXONTM Ophthalmtc Su5pens»on is expected to

demonstrate less effect on pulmonary function [FEV, and Forced Vital Capacuty (FVO)).

The cardiovascular effects of BETAXON™ Ophthalmic Suspension and betaxolol ophthalmic
solution 1% were compared in double—masked crossover studies to timolof maleate ophthaimic
solution 0.5%. Levobetaxolol and betaxolol were shown during exercise to have significantly less

effect on heart rate and systolic blood pressure than tlmolol maleate
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INDICATIONS AND USAGE: BETAXONTM (levobetaxolol. hydrochloride ophthalmic suspens:on)
‘ O 5% is mducated for )owenng mtraocular pressure in patuents with chronlc open angle glaucoma

or ocular hypertenscon 2

CONTRAINDICATIONS Hypersensmvaty to any component of this product. BETAXON‘rM
Ophthalmlc Suspension is contramd:cated in patients with sinus bradycardia, greaterthan afi rst

B degree atnoventncular block cardqogemc shock or patnents with overt cardiac failure.

WARNING: Topically applied bete-ad}energic _blocking agents may be absorbed syster’nieally.
~ The same adverse reactions found with systemic administration of b'eta-adrenergic blocking
: ag’ehts may occur with'topical administra‘tio'n For e)karhple severe respiratory reactions and
v b_ cardiac reacttons including death due to bronchospasm in patients with asthma and rarely
deathi in assomahon with cardiac failure, have been reported with topucal apphcatlon of k

: beta-adrenergoc blocking agents

: BETAXON’M Ophthalmic Suspensuon has been shown to have a minor effect on heart rate and
blood pressure in clinical studies. Cautlon should be used in treatlng patlents with a history of
cardlac failure or heart block. Treatment w:th BETAXONTM Ophthalmlc Suspens:on should be

d:scontlnued at the f;rst sngns of cardlac fa»lure ‘

| PRECAUTIONS:‘
‘General:
Diabetes Mellitus. Beta -adrenergic blocklng agents should be admmnstered wnh caution in
» patlents subject to spontaneous hypoglycemia or to diabetic patients (especially those with labnle
~diabetes) who are recelvmg insulin or oral hypoglycemic agents. Beta-adrenergic receptor
blockmg agents may mask the signs and symptoms of acute hypoglycemua




Thyrotoxico;sis Beta-adrenergic blocking agents may mask Certaln clinical signs (e.g:,

o tachycardra) of hyperthyrovdlsrn Patients suspected of developlng thyrotoxucoms should be

‘ Vmanaged carefully to avoid abrupt wrthdrawal of beta-adrenerglc blockmg agents, whrch mlght
precipitate a thyroid storm.

‘Muscle Weakness Beta- adrenergrc blockade has been reported to potent:ate muscle
weakness consistent wcth certain myasthenlc symptoms (e.g., diplopia, ptosis and generallzed

: weakness) _ ' Lo .

Major Surgery Consrderatlon should be glven ‘to the gradual wuthdrawal of beta-adrenerglc '

’ blockmg agents pnor to general anesthesra because of the reduced ability of the heart to respond :
'to beta- adrenerglcally mediated sympathetrc reflex stlmull o

7 Pulmonary. Caution should be exercised in the treatment of glaucoma patients with excessive -

restriction of pulmon'a'ry function. There haye been reports of asthmatic attacks and pulmonary

distress during bétaXolol.treatment Although reohallenges of some such patients with.

- ophthalrmc betaxolol has not adversely affected pulmonary functlon test results, the poss:blhty of

adverse pulmonary effects in patlents sensmve to beta blockers cannot be ruled out. : :

Information for Patlents Do not touch dropper tip to any surface, as this may contammate the

contents. Do not use with contact lenses i ineyes.. . , ‘

Drug lnteractlons Patients who are recelvrng a beta—adrenerglc blocking agent orally and ‘

BETAXON’” Ophthalmlc Suspensron should be observed fora potential additive effect either on

~ theintraocular pressure or on the known systemlc effects of beta blockade. |

| Close observation of the patient is recommended when a beta blocker is administered to

patients receiving catecholamine- depletmg drugs’ such as reserpine, because of possuble

: addmve effects and the production of hypotensron and/or bradycardia. -

Levobetaxolol is an adrenerglc blockmg agent; therefore caution should be exercrsed in patlents

using concomntant adrenergic psychotroplc drugs
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Risk from anaphylactic reaction; While taking beta-blockers, patients with a history of atopy or
- a history of severe anaphylactic reactiontoa variety of allergens may be more reactive to

" repeated accidental, diagnostic, or therapeutic challenge with such aNergens Such patrents

- may be unresponsive to the usual doses of eprnephnne used to treat anaphylactrc reactions.

‘ Ocular In pataents with angle-closure glaucoma the immediate treatment ob;ectrve is to reopen
- the angle by constriction of the pupll with a miotic agent Racemrc betaxolol has little or no effect
on the pupil. itis expected that levobetaxolol will also have little or no effect on the puprl When
" BETAXON™ Ophthalrmc Suspensron is used to reduce elevated intraocular pressure in angte-

' closure glaucoma, it should be used with a miotic and not alone. ' , |

: Carcmogenesrs Mutagenesns, Impairment of Fertmty In lifetime studies in mrce at oral

VL doses of 6, 20 and 60 mg/kg/day and in rats at oral doses of 3 12.and 48 mg/kg/day, betaxolol

" HCI demonstrated no carcinogenic effect. Higher dose levels were not tested. Levobetaxolot »
was not mutagenic in the Ames assay, chromosomat aberratron mouse lymphoma, and cell- - 7
'transformatron assays in vitro. Levobetaxolol demonstrated potentral mutagenicity in the sister
- chromatid exchange assay in Chlnese Hamster Ovarian cell in vitro in the presence of metabolrc
_ activation systems. - v _ _ o
Pregnancy: Pregnancy categor'y C. Reproduction, teratolbgy‘ and peri- and postnatal studies
have been conducted with orally administered betaxolol HCI and levobetaxolol HClin rats and -
rabbits. There was evrdence of drug related post:mplantatron Ioss in rabbits with levobetaxolol
HC! at 12 mg/kg/day and sternebrae malformations at 4 mg/kg/day. No other adverse effects on
reproduction were noted at subtoxic dose levels. There are no adequate and well-controlled _
studies in pregnant women. BETAXON Ophthalmic Suspension should be used during .
pregnancy only if the potential benefit justifies the potential risk to the fetus.




Nursing Mothers: It is not known Whether BETAXON Ophthalmic Suspension is excreted in
human mrlk Because many drugs are excreted in human milk, caution shou!d be exercised -

- when BETAXON Ophthalmic Suspensron is administered to nursing women.

~ Pediatric Use ‘Safety and effectiveness in pediatric pattents have not been established.

: 'Geriatnc Use No overall differences in safety or effectrveness have been observed between

elderly and other adult patrents

o ADVERSE REACTIONS

Ocular. n chmcal tnals the most frequent event assocrated with the use of BETAXONm
Ophthalmuc Suspensnon 0.5% has been transient ocular duscomfort upon mstlllatlon (11%).
Transient blurred vision has been reported in approxrmately 2% of patients. Other ocular events v
. have been reported in less than 2% of patrents and include: cataracts and vitreous drsorders
- Alt other ocular events occurred one time at an incidence of less than 0.2%.
Systemrc Systemlc reachons follownng administration of BETAXON Ophthalmrc Suspensron
0. 5% and other toprcal ocular formulatrons of betaxolol have been at an incidence of less than

- 2% These include:
. Cardiovascular Bradycardla heart block, hypertension, hypotensron tachycardla and.

- vascular anomaly _ : _ v

: Central Nervous System Anxnety dnzzmess hypertonra and vertlgo

Drgestrve Constrpatron and dyspepsra e
.’Endocnne Diabetes and hypothyrondrsm

Metabollc and Nutntlonal Drsorders Gout, hypercholesteremla and hyperlipidemia.
Musculoskelatal Arthntrs and tendonitis.

Pulmonary Pulmonary d|stress charactenzed by bronchitis, dyspnea, pharyngms pneumonia

rhrnms and srnusms
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Skin and Appehdagés: Alovpecia. dermalitis, and psoriasis.
Special Senses: Ear pain, otitis media, taste pervérsion, and tinnitus.
Urogenital: Breast abscess and cystitis.

Other: Accidental injury, headache, and infection. -

_ 'OVERDQSAGE: No information is available on overdosage in humans. The oral maximum ‘
» -~ tolerated dose (MTD) o'f'le\iobetaxol'ol in rats was 1250 mglkg. The symptoms which might be -
expected wnh an overdose of a systemncally admnmstered beta— 1-adrenergic receptor blockmg :

’ agent are bradycardaa hypotensmn and acute carduac fa:lure

N DOSAGE AND ADMINISTRATION The recommended dose is one drop of BETAXONm
(Ievobetaxolol hydrochlonde ophthalmic suspension) 0. 5% in the affected eye(s) tw;ce danly ln

. some patlents the mtraocular pressure lowering responses to BETAXON™ Ophthalmlc

: Suspensmn may requure a few weeks to stabilize. As with any new medlcanon careful

- monitoring of patients is advised. The concomitant use of two topical beta- adrenergtc agents is
not recommended. ' . :

HOW SUPPLIED: BETAXON™ (levobetaxolol hydrochioride ophthalmic suspension) 0.5% is
supplied as follows 5 10and 15mL in a clear LDPE plasnc ophthalmxc DROP~TA!NER®
- dispenser and a yellow polypropylene screw cap. '
. 5mL: NDC 0065-0239-05
10 mL: NDC 0065-0239-10
15 mL: NDC 0065-0239-15

. Ap'f* ;\":7’\ 'T‘ thn\Y
STORAGE: Store upright 39°F to 77°F (4°C to 25°C). : RN

Protect from light. .

 Shake well before using.




RxOnly

U.S. Patent Nos. 4,911,920; 5,520,920; 5,540,918; 4,342,783; 4,252,984 and Pat. Pending.

Alcon® OPHTHALMIC (logo)
ALCON LABORATORIES, INC.
Fort Worth, Texas 76134 USA
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